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(57)Abstract: . . 

PROBLEM TO BE SOLVED: To obtain the subject inhibitor to be readily administered orally, capable of eliminating 
a taste and a smell, by embedding finely granulated gristle of shark in an oil and fat matrix and coating the surface 
of the oil and fat matrix with a specific lipid. 

SOLUTION: Gristle of shark, preferably collected from Prionace glauca is finely granulated to give fine powder of 
gristle of shark comprising >99.5wt.% powder having $32^im particle diameter. The fine powder is embedded in a 
matrix of oils and fats (e.g. hardened oil of beef tallow) having preferably 42-56° C melting point The surface of 
the oil and fat matrix is coated with other oils and fats having a melting point different from that of the oils and fats 
to give a tumor newborn blood vessel inhibitor. The inhibitor has both anti-cancer action and analgesic action. 
When the inhibitor is used as an anti-cancer medicine, a dose is preferably about 1-10g/day as an of the active 
ingredient to an adult by oral administration. 
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CLAIMS 
[Claim(s)] 

[Claim 1] the inside of a fats-and-oils matrix — an impalpable powder-like shark — the neoplasm neovascularity 
inhibitor which is made to carry out embedding of the cartilage and is characterized by coming to coat said matrix 
front face further by other lipids in which the melting point differs from said fats and oils. 

[Claim 2] an impalpable powder-like shark — the neoplasm neovascularity inhibitor which consists of a cartilage — 
it is — the shark of the shape of said impalpable powder — the neoplasm neovascularity inhibitor whose cartilage is 
that to which a thing with a particle size of 32 micrometers or less occupies 99.5 % of the weight or more. 
[Claim 3] a shark — the neoplasm neovascularity inhibitor according to claim 1 or 2 whose cartilage is what uses a 
great blue shark as a raw material. 

[Claim 4] The physic constituent characterized by using neoplasm neovascularity inhibitor according to claim 1, 2, or 
3 as a principal component 

[Claim 5] The anticancer agent characterized by using neoplasm neovascularity inhibitor according to claim 1. 2, or 3 
as a principal component 

[Claim 6] The cancer treatment approach characterized by sufficient thing to do for amount administration to check 

neoplasm neovascularity for neoplasm neovascularity inhibitor according to claim 1, 2, or 3. 

[Claim 7] The physic constituent characterized by containing neoplasm neovascularity inhibitor and interleukin 12 

inductor. 

[Claim 8] The anticancer agent characterized by containing neoplasm neovascularity inhibitor and interleukin 12 

inductor. , 

[Claim 9] The cancer treatment approach characterized by using together neoplasm neovasculanty inhibitor and 

interleukin 12 inductor. 
[Translation done.] 
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DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] This invention relates to neoplasm neovascularity inhibitor excellent in the anticancer 
operation and the analgesic action, the physic constituent containing this, and the cancer treatment approach. 
[0002] 

[Description of the Prior Art] A shark (shark) is a fish belonging to Chondrichthyes, and inhabits the land part 
suburbs, the shark which the frame of a shark is a cartilage, and captures and slaughters a shark, and acquires and 
** the cartilage — a cartilage has neoplasm depressor effect and that it is effective in cancer treatment gets to 
know it — having — **** — for example, the product from the U.S. — a shark — the car tee RAID which is a 
cartilage product is marketed as an antitumor agent 

[0003] A neoplasm is 3 1-2mm. If it becomes the magnitude of extent, the neovascularity promoting agent will be 
produced and it will come to supply own nutrition and oxygen of a neoplasm required for growth, although controlling 
growth of this neovascularity controls hypertrophy of a tumor cell and various researches on the inhibitory action 
matter of neovascularity are done from the place effective in cancer treatment — a shark — it turns out that a 
cartilage has the operation which checks this neovascularity. 

[0004] however, a shark — the effective dose for the neovascularity inhibition was very as abundant as per [ 50- 
60g ] day. the taste and the smell of the cartilage were unpleasant and it was difficult to administer orally in many 
cases, a shark — a cartilage is the mixture of a mucopolysaccharide, does not have a medication method suitable 
besides being based on internal use, and needed to have the property dissolved in the intestines which are 
absorption parts within the stomach which is strong acid nature at the time of internal use, without dissolving, 
moreover — since debility is intense and many of cancer patients are difficult to administer orally in many cases, if 
such a taste, a smell, and the problem of a dose are not solved — a shark — it was in the situation which cannot 
apply a cartilage as an effective and high anticancer agent of versatility, then, a shark — utilizing a cartilage as 
effective neoplasm neovascularity inhibitor was called for strongly. 

[0005] By the way, although interleukin 12 (IL-12) is discovered at first as one of the cytokine which has an activity 
operation of a spontaneous killer cell It becomes clear that it has the multiplication of a T cell (killer T cell) and the 
activity operation which have specific cell damage activity to a tumor cell by subsequent research. Further Having 
the production potentiation of the interferon gamma (IFNgamma) which has the operation to which activation of a 
killer T cell is urged comes to be admitted, and it is observed by a Homo sapiens cancer patient's therapy as useful 
matter. 

[0006] About IL-12, it succeeded in being produced in large quantities by genetic manipulation in the U.S. recently 
(recon BINANTO IL-12 (rt-IL -12)). Then, the approach of introducing this interleukin 12 production gene into a 
cancer cell directly by the transgenics technique is also tried in order to medicate a cancer cell with IL-12 directly. 
[0007] In order to utilize IL-12 and to aim at growth loss or disappearance of a neoplasm, the method of making IL- 
12 of self guide is in the living body besides [ which prescribes IL-12 for the patient from the outside ] an approach. 
Such self-IL-12 also had an advantage, like there is no possibility that an unusual immunoreaction may arise, and 
since susceptibility was high, they were that from which great neoplasm loss quenching is expected. 
[0008] 

[Problem(s) to be Solved by the Invention] the above-mentioned present condition — taking an example — ■ this 
invention — the shark as neoplasm neovascularity inhibitor — it aims at offering the physic constituent which can 
prescribe a cartilage for the patient effectively as an anticancer agent. The purpose of this invention is to use 
together still such neoplasm neovascularity inhibitor and IL-1 2 inductor, and also offer a very useful anticancer 
agent. 
[0009] 

[Means for Solving the Problem] this invention — the inside of a fats-and-oils matrix — an impalpable powder-like 
shark — it is neoplasm neovascularity inhibitor which is made to carry out embedding of the cartilage and is 
characterized by said fats and oils coming to coat said matrix front face further by other lipids from which the 
melting point differs. This invention is explained in full detail below. 

[0010] the shark which is the principal component of the neoplasm neovascularity inhibitor of this invention — a 
cartilage is indispensable at the shape of impalpable powder. In this specification, the shape of impalpable powder 
means that the particle size is 1-90 micrometers, the shape of such impalpable powder — a shark — in order to 
obtain a cartilage — for example, a commercial shark — it is desirable to impalpable-powdeHze a cartilage, the 
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above-mentioned impalpable-powde^Wng — a shark — if the protein which is an active principle in a cartilage 
exceeds 60 degrees C, since thermal denaturation will be carried out and effect will be lost it is required to carry 
out to the bottom of low temperature. impalpable-powder-izing under the above-mentioned low temperature — for 
example, a shark — after freezing a cartilage at the moment by -196-degree C liquid nitrogen, coarse grinding can 
be carried out using cutter type grinders, such as ORIENT Mill, next high-speed rotor mold grinders, such as 
impeller RUMIRU, can grind with a frozen condition, and it can carry out by applying to air-current type grinders, 
such as a jet mill, further. 

[001 1] if in charge of preparation of the neoplasm neovascularity inhibitor of this invention — the inside of a fats- 
and-oils matrix — the shape of above-mentioned impalpable powder — a shark — embedding of the cartilage is 
carried out. as fats and oils which constitute the above-mentioned fats-and-oils matrix, especially if usually used as 
an object for physic, it will limit — not having — for example, animal hardened-oil [, such as vegetable hardened-oil; 
beef tallow, such as soybean oil rapeseed oil, palm oil, corn oil, and cotton seed oil, lard, and fish oil, ]; it can 
choose from from suitably among such mixture etc. Especially, the fats and oils whose melting point is 42-56 
degrees C are desirable. Moreover, antioxidants, such as vitamin E and a catechin, may be used together depending 
on the case. 

[001 2] the impalpable powder shark of the above — the shape of the above-mentioned fats and oils in which it is 
not limited especially as the approach of carrying out embedding of the cartilage, using the above-mentioned fats 
and oils as a matrix, for example, was made to dissolve, and impalpable powder — a shark — embedding can be 
carried out by making it com in the high-speed stirring granulation inside of a plane, mixing a cartilage. 
[001 3] the shape of impalpable powder manufactured as mentioned above — a shark — a cartilage embedding fats- 
and-oils matrix — next, the above-mentioned fats and oils are other lipids from which the melting point differs, and 
the front face is coated further. What is necessary is just to choose that in which the melting point differs from the 
fats and oils used as lipids of this invention in order to produce a fats-and-oils matrix previously, and what has the 
usually high melting point Specifically, higher alcohol, such as fatty acids, such as waxes, such as a cull navarho, a 
rice wax, and yellow bees wax, animals-and-plants hardened oil, stearin acid, and a palmitic acid, natural resin like a 
shellac, palmityl alcohol, and stearyl alcohol, can be mentioned Moreover, in the above-mentioned coating, 
approaches, such as a powder coating method, can be used, for example. 

[0014] if it hits preparing the neoplasm neovascularity inhibitor of this invention — the inside of others, for example, 
the fats and oils which carried out melting beforehand, — the shape of above-mentioned impalpable powder — a 
shark — after distributing a cartilage and carrying out spray cooling, the approach of coating the thing of the shape 
of impalpable powder of other lipids in which the melting point differs from the above-mentioned fats and oils within 
tumbling granulator etc. is also employable. [ above ] 

[001 5] the neoplasm neovascularity inhibitor of this invention prepared as mentioned above — a shark — a cartilage 
can be used as a principal component and, moreover, the difficulty in internal use can be completely wiped away by 
masking the taste and a smell completely. Moreover, when friction in the front face of the prepared neoplasm 
neovascularity inhibitor decreases, the fluidity is improving, adhesion force can decline and it can consider as the 
very suitable pharmaceutical preparation for internal use. Furthermore, in the strong acid nature situation in the 
stomach, it does not dissolve but can dissolve in the intestines which are absorption parts. 

[0016] the shape of impalpable powder of this invention — a shark — as for a cartilage, a thing with a particle size 
of 32 micrometers or less occupies 99.5 % of the weight or more, it explains in full detail in the example behind — as 
— the shape of impalpable powder of this invention — a shark — the particle size of a cartilage has very big effect 
in the effectiveness, and if particle size is too large, neoplasm neovascularity inhibitory action will fall, a shark — as 
the approach of arranging the particle size of a cartilage — the shape of impalpable powder — a shark — the 
approach of making the sieve of a desired mesh passing a cartilage etc. can be mentioned. 
[0017] the shark used for this invention — the shark acquired [ especiaily ] from a great blue shark although the 
class of shark used as the raw material of a cartilage is not limited — a cartilage is desirable, the shark acquired 
from a great blue shark — a cartilage has many the protein and the mucopolysaccharides which are the contained 
active principle, especially they are good. In addition, since the car tee RAID from the U.S. is mixed as a raw material 
and manufactures the shark of varieties, variation is looked at by the product with a lot and it has become a fault 
that the effectiveness is also low. 

[0018] The neoplasm neovascularity inhibitor of this invention not only has neoplasm neovascularity inhibitory 
action, but it turns out that it has a positive analgesic action. Especially in the case of terminal cancer, usually, a 
cancer patient is accompanied by the intense pain. Therefore, when the cancer patient who has a pain is medicated 
with the neoplasm neovascularity inhibitor of this invention as an anticancer agent, the anticancer operation and 
analgesic action can express the synergistic effect and can acquire a very effective curative effect 
[0019] When the neoplasm neovascularity inhibitor of this invention examines how the neoplasm neovascularity 
inhibition effectiveness is discovered, it is suggested that it is what is depended on apoptosis so that it may explain 
in full detail in the following examples. 

[0020] Although the neoplasm neovascularity inhibitor of this invention is very useful as an anticancer agent, since it 
is utilizable as other physic applications from having the analgesic effect, the physic constituent containing the 
neoplasm neovascularity inhibitor of this invention is also one of this inventions. Furthermore, the method of 
performing an anticancer therapy is also included in the range of this invention by prescribing for the patient only 
the amount which can discover the neoplasm neovascularity inhibition effectiveness for the neoplasm neovascularity 
inhibitor of this invention. 
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[0021] The physic constituent of th™ention is characterized by containing neoplasm neoWularity inhibitor and 
interleukin 12 inductor. The above-mentioned physic constituent constitutes the second this mvent.cn. Below, the 
second this invention is explained in full detail. 

[00?2] In this specification, the word of "interleukin 12 inductor does not mean only the matter which can only 
guide interleukin 12 (IL-12) in the living body, you may be IL-12 themselves, may be an IL-12 transgenics cancer 
cell and may be rt-IL -12. and in short, especially if IL-12 arise in the living body it will not be limited. As such a 
thing, for example, an activation hemicellulose (Active Hemi Cellulose Compound (AHCC)) etc. can be mentioned As 
a physiological active substance which carried out enzyme processing of the vegetable fiber contained in the cell 
wall of the hypha of a mushroom. AHCC is the well-known matter and already contains hetero glucan, such as 
alpha-(1->4) D-glucan besides beta-(1->3) D-glucan and beta-(1->6) D-glucan. peptide glucan. proteoglucan. lectin, 
a nucleic acid, an indigestible nature polysaccharide, etc. 

[0023] IL-12 inductor of this invention can mention a mushroom mycelium component besides Above AHOO etc. 
PSK which is the mycelium component of the shelf fungus which is not limited especially as the above-mentioned 
mushroom mycelium component, for example, is used as a well-known anticancer agent SPG which is the mycehum 
component of Schizophyllum commune Fries, the lentinan which is the mycelium component of shiitake mushroom 
can be mentioned. Moreover, as such a mushroom mycelium component, mushroom mycel.um com ^ nt M \= u ° n _ as 
AGARISUKU Ganoderma, NINGYOTAKE, an Agaricus blazei Murill, a NIOU Shimej. mushroom, wall NOR NATAKE, 
maitake mushrooms. Hericium erinaceum. an oyster mushroom. MANNENTAKE. MUKITAKE. a cob bamboo, 
KAIGARATAKE, matsutake, an oyster mushroom, a tortoiseshell bamboo, an enoki. and an enok. mushroom, can be 

mentioned further. , 
[0024] As IL-12 inductor of this invention, the fungus body component of hemolytic streptococcus etc. can be 
mentioned further. It is not limited especially as a fungus body component of such hemolytic streptococcus for 
example, the well-known anticancer agent of O.K.-432 grade etc. can be mentioned. These are already well-known 
matter as a biological activator (Biorogical responsemodifier (BRM)). 

[0025] The IL-12 above-mentioned inductor has the operation to which activation of a killer T cell is urged 
Therefore a killer T cell in the living body is activated with the IL-12 above-mentioned inductor. On the other hand, 
the neoplasm neovascularity inhibitor explained in full detail upwards controls growth of the neovascularrty of a 
cancer cell (tumor cell). The tumor cell which had growth of neovascularity controlled discovers the adhesion factor 
of a Fas antigen, CD80, and CD86 grade on a neoplasm front face by the stress by the ischemia. Since the , k.Her T 
cell has the capacity which carries out antigen recognition of the adhesion factor of such a Fas antigen CD80. and 
CD86 grade these discovered adhesion factor will be in the condition of it being easily recognized by the killer T 
cell and getting. And the tumor cell which changed so that it might be recognized easily in this way will become L a 
killer T cell ] is easy to be attacked easily. In such a condition, if the IL-12 above-mentioned inductor exists as 
compared with being based on an operation of only IL-12 inductor, it will become easy to attack a tumor cell 
exceptionally notably. The synergistic effect of the neoplasm neovascularity inhibitor of this invention and IL-12 
inductor will be performed according to the above-mentioned mechanism, and a powerful anticancer operation will 
be discovered with that, and apoptosis will happen, and a tumor cell will be destroyed. This will not be found out 
without this invention person. , 
[0026] It is applicable suitably as a pharmaceutical form which it is not limited especially as a gestalt in the case of 
medicating Homo sapiens or an animal with the physic constituent of this invention, for example, support is made to 
support, and is used for various drugs. As such support, a solid, a half-solid or liquefied d.Uient a buying agent, and 
more San an assistant kind for other formulas are preferably used at 0.5 - 90% of a rate 0.1% to 99.5%. for example. 
Insurance can be medicated with this invention physic constituent taking-orally-wise or parenterally. as a parenteral 
administration gestalt - for example, partial administration of in-house administration etc hypodermic 
administration, and intramuscular administration - it ** and administers intravenously, and it passes and rectum 
administration etc. is mentioned. What is necessary is just to prepare the pharmaceutical preparation mold which 
fitted these medication methods using the technical means of common knowledge common use. 
[0027] For example, although it is desirable to set up after taking into consideration a class, extent, etc. ot a 
patient's age. weight, a route of administration, and the illness as for the dose as an anticancer agent m 
administration to Homo sapiens, it is usually common to prescribe 1-10g /for the patient in a day in 5- 
6g /preferably a day in taking orally as an amount of active principles to an adult. Moreover, what is necessary is 
just to usually prescribe 100-10000mg /for the patient in the 2-5g [/day ] range preferably a day parenterally. 
although it changes greatly with routes of administration. Depending on the case, less than [ this ] is enough and the 
dosage beyond this may be needed conversely. Moreover, it can divide into 2 - 4 times per day. and a medicine can 
also be prescribed for the patient 

[0028] The pharmaceutical form of a solid or liquefied dosage unit, for example, an end agent powder, a granule, a 
tablet a capsule, syrups, elixirs or suspension, and others can perform internal use. 

[0029] An end agent is manufactured by making an active substance into suitable fineness. Powder is manufactured 
by mixing with the support for physic which made the active substance suitable fineness and subsequently made it 
fine similarly for example, starch, and an edible carbohydrate and other excipients like a mann.tol.The thing of a 
taste correcting agent, a preservative, a dispersant. a coloring agent, perfume, and others may be blended if needed. 

[0030] A capsule is manufactured by being filled up with what granulated an agent, powder, or a tablet after making 
it the shape of powder as mentioned above first into a capsule envelope like a gelatine capsule. Moreover, lubricant. 
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a plasticizer, for example, the silica oWSToid, talc, magnesium stearate, calcium stearate, a soWpolyethylene glycol, 
etc. may be mixed to arbitration before restoration. If disintegrator, a solubilizing agent, for example, a 
carboxymethyl cellulose, carboxymethyhcellulose calcium, hydroxypropylcellulose, cross carmellose sodium, carboxy 
starch sodium, a calcium carbonate, a sodium carbonate, etc. are added, medicinal effectiveness when a capsule is 
taken in is improvable. 

[0031] Moreover, suspension distribution of the impalpable powder of this article is carried out into vegetable oil, a 
polyethylene glycol, a glycerol, and a surface active agent, and this can be wrapped in a gelatin sheet and it can 
consider as an elastic capsule. 

[0032] A granule adds and kneads binders (for example, carboxymethylcellulose sodium, hydroxypropylcellulose, 
methyl cellulose, the hydroxypropyl methylcellulose, gelatin, a polyvinyl pyrrolidone, polyvinyl alcohol, etc.) and 
wetting agents (for example, syrup, starch paste, gum arabic, a cellulose solution, or a high polymer solution etc.) if 
needed to what mixed an above-mentioned excipient and disintegrator with the active substance made into the 
shape of powder, subsequently, can carry out forcible passage and can prepare a screen. Thus, after applying to a 
tableting machine first instead of granulating powder, the slag of the imperfect gestalt acquired can be crushed and 
it can also be made granulation. Dissolution delay-ized agents (for example, paraffin, a wax, hydrogenated castor oil, 
etc.), resorption agents (for example, the fourth class salt etc.), or adsorbents (for example, a bentonite, a kaolin, 
phosphoric-acid JIKARUSHIUMU, etc.) may be mixed beforehand. 

[0033] A tablet can be prepared by adding and tableting stearin acid, a stearate, talc, and a mineral oil and others as 
lubricant to the granule made by doing in this way. In this way, film coating and glycocalyx may be further given to 
the manufactured uncoated tablet. 

[0034] Without passing through the process of granulation or slagging as mentioned above, after mixing with a fluid 
inert carrier, you may tablet the active ingredient of this invention directly. The transparence which consists of a 
sealing coat of a shellac or translucent protective covering, covering of sugar or polymeric materials, covering on ** 
that consists of a wax can be used. 

[0035] The constant rate can make other internal use pharmaceutical forms, for example, syrups, elixirs, suspension, 
etc. dosage unit form voice so that the constant rate of a drug may be contained. Syrups dissolve an active 
substance in a suitable flavor water solution, and are manufactured, and elixirs are manufactured by using nontoxic 
alcoholic support Suspension is prescribed by distributing an active substance in nontoxic support A suspending 
agent an emulsifier (for example, the isostearyl alcohol and polyoxyethylene sorbitol ester which were ethoxylated). 
a preservative, a taste correcting agent (for example, a PEPAMINTO oil. saccharin), and others can also be added to 



[0036] You may microencapsulate the dosage unit formula for internal use if needed This formula can also bring 
about extension and self-sustaining emission of reaction time by covering again or embedding an active substance 
into a macromolecule, a wax, etc. 

[0037] Hypodermically, intramuscu'ar, or ** and intravenous administration can be performed by considering as the 
injections of liquefied dosage unit form voice, for example, the gestalt of a solution or suspension. These things 
dissolve or suspend the constant rate of an active substance in the nontoxic liquefied support which suits the 
purpose of injection, for example, aquosity and an oily solvent and are manufactured by subsequently sterilizing this 
solution or suspension. Moreover, for a vial, after that a vial and its contents may be sterilized and the constant 
rate of powder or the freeze-dried active substance may be sealed. In this case, in order to dissolve or mix just 
before administration, a preliminary vial and support may be prepared. In order to make a parenteral solution into an 
isotonicity, a nontoxic salt and salting in liquid may be added, and a stabilizing agent a preservative, a suspending 
agent, an emulsifier, etc. uan also be further used together. 

[0038] It can pass and a rectum administration pharmaceutical form can be prepared by kneading an active 
substance into the suppository base of hydrophobicity or a hydrophilic property, for example, a polyethylene glycol, 
cacao butter, high-class ester (for example, palmitic-acid millimeter still ester), and those mixture. 
[0039] 

[Example] Although the example of manufacture and example of this invention are hung up over below and this 
invention is explained to it in more detail, this inventions are not these things limited to seeing, 
example 1 of manufacture a shark — the shape of fines whose mean particle diameter is 27 micrometers at the 
manufacture high-speed stirring granulating machine (high-speed mixer Fukae industrial company make) of the fats- 
and-oils matrix covering pharmaceutical preparation of a cartilage — a shark — the fused beef tallow hardened-oil 
(melting point of 48 degrees C) 10 weight section was sprayed, having taught the cartilage 60 weight section, having 
kept temperature inside the plane at 10 degrees C, and applying stirring of 20 - 100rprn. melting fats and oils — the 
shape of fines — a shark, although the matrix was formed incorporating a cartilage this phase — a front face — a 
shark, since the cartilage is exposed and sufficient covering engine performance is not obtained Furthermore, the 
fines-like rapeseed hardened-oil (melting point of 68 degrees C) 30 weight section with a mean particle diameter of 
5 micrometers is stirred for 30 minutes by about 1000 agitating speed rpm in the same agitator granulation inside of 
a plane as lipids from which the melting point differs on the front face of this primary matrix. The good fats-and-oils 
matrix covering pharmaceutical preparation which has acid resistance and sustained-release was prepared 
coordination and by carrying out spreading. 

[0040] Example 1 Neoplasm neovascularity depressant action trial by the mouse (shark evaluation of cartilage 
particle size) 

a DOSARU air sac (dorsal air sac) — it examined by law. A Millipore filter is stuck on both sides of the plastics ring 



arbitration. 
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of 5mm of diameters, and it is 1x10^WC MH-134 tumor cell of an individual was poured in ^^culture medium, and 
the chamber was created. The mouse was divided into one groups [ six ] and this chamber was inserted in 
hypodermically [ mouse regions-of-back ]. the shark shown in the mouse of four groups for four days at the 
following ~ 1000 mg/kg internal use of the cartilage was carried out, and inhibition extent of neovasculanty was 
evaluated on the 5th. another group - as control - a shark - it was made to pass without prescribing a cartilage 
for the patient at all. and inhibition extent was evaluated similarly on the 5th. Whenever the neovasculanty 
promoting agent from a neoplasm penetrates a Millipore filter, neovascularity carries out hyperplasia to the field 
which touched the chamber, and is observed in it The neovascularity of this neoplasm is presenting the shape of 
RASEN. Inhibition extent of the hyperplasia of this neovascularity was evaluated in accordance with the following 

valuation bases. ■ , . . . . 

C++) three point — (+) two whose hyperplasia of neovascularity is Tsuguaki point: — (**) 1 in which neovasculanty 
is carrying out hyperplasia point - (-) zero in which neovascularity is carrying out hyperplasia a little point it 
expressed with the percentage reduction [ as opposed to / again / a control group in the rate of control ] (%) of a 
score in which the hyperplasia of neovascularity is not accepted at all. 

[0041] a shark — cartilage (1): — a shark — as the raw material of a cartilage — the product from the U.S. — a 
shark — using the car tee RAID which is a cartilage product, this thing was frozen at the moment by liquid nitrogen 
(-196 degrees C) and coarse grinding was carried out with the cutter type grinder (ORIENT Mill). Next, with the 
frozen condition, the high-speed rotor mold grinder (impeller RUMIRU) ground, and finally, with the air-current type 
grinder Get mill), it ground further, acquired and adopted. 

a shark — cartilage (2): — the above-mentioned shark — what did not pass having applied the cartilage (1) to the 
32-micrometer sieve was adopted. /<u . „ 

a shark — cartilage (3): — the above-mentioned shark — what passed having applied the cartilage (1) to the 32- 
micrometer sieve was adopted. The result was shown in Table 1. 
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[0043] the shark from the above result — a shark with the particle size of extent which passes a 32-micrometer 
sieve also among cartilages — it turned out that cartilage grinding powder has high neovascularity inhibitory action. 
[0044] Example 2 Neoplasm neovascularity depressant action trial by the mouse (comparison with car tee RAID and 

better SHAKU) ^ 
an example 1 — the same — the DOSARU air sac method — using — the product from the U.S. — a shark — the 
shark of the car tee RAID which is a cartilage, and a great blue shark — comparison examination with a cartilage 
(better SHAKU) was carried out The result was shown in Table 2. By car tee RAID, by the 100 mg/kg administration 
group although the rate of control (fall [ of the mark to a control group ] %) was 3.6%, by the 1000 mg/kg 
administration group, the rate of control is 21.4% and the significant difference (P< 0.05) was accepted. On the other 
hand, in better SHAKU, the rate of control is 17.9% by the 100 mg/kg administration group, the significant difference 
(P< 6.05) was accepted, the rate of control indicated the highest value to be 35.7% by the 1000 mg/kg administration 
group, and the significant difference (P< 0.002) was accepted. Moreover, the significant difference was accepted 
also between car tee RAID and better SHAKU (P< 0.05). 
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[0046] the shark from the above result — it turned out also among cartilages that better SHAKU has neoplasm 
neovascularity inhibition activity more higher than car tee RAID. 

[0047] Example 3 Increment inhibition test in a neoplasm by the mouse (the amount measurement trial of 
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effectiveness manifestations of bett^^AKU) 

the 1x106 individual of a tumor cell (Sarcoma-180) — an ICR mouse (a male — ) The group which transplanted six- 
week ** to hypodermically [ of three groups / regions-oFback ] by one groups [ ten ]. and administered car tee 
RAID (from the U.S.) orally for consecutive 1 one 20-day times per day by 1000 mg/kg from immediately after 
[ the ], Better SHAKU (however, arrange particle size with 32 micrometers or less, and it sets to pH2) Even if put 
for 3 hours, the trial was presented with 3 of the group which prescribed the stable thing for the patient between 
tales-doses synchronizations, and the group bred for 20 days without prescribing anything for the patient groups, 
and it slaughtered after progress on the 25th, and neoplasm weight was measured. The result was shown in Table 3. 
The percentage reduction (%) of weight to a control group showed the rate of control. In the car tee RAID 
administration group, the significant difference (P< 0.001) was accepted at 47.0% by the better SHAKU 
administration group to having been 1 1.1% of rate of control to the control group. Moreover, it turned out that the 
direction of better SHAKU has stronger antitumor action also as for the comparison with car tee RAID and better 
SHAKU (P< 0.05). 
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[0049] From the above result, when better SHAKU (particle size of 32 micrometers or less) was used, it was able to 
be imagined as what sufficient effectiveness will be accepted in also by 20 g/body in clinical for one day. 
[0050] Example 4 Acetic-acid rye SHINGU (Writhing) examined the analgesic effect of analgesic effect trial better 
SHAKU by the mouse. The ICR mouse (a male, five-week **) was divided into five groups by one groups [ ten ], 
each group was medicated with eaoh tested specimen as follows, intraperitoneal was medicated with the acetic acid 
2% after progress on the 40th, and the count which the mouse turned round and caused reflection during the 10th - 
the 20th [ after acetic-acid administration ] was measured. The tested specimen continued administration until 
measurement finished after [ administration ] every day. For 1000 mg/kg internal use and a better SHAKU 
administration group, the Indacin administration group is [ a car tee RAID administration group / 1000 mg/kg internal 
use and a better SHAKU administration group ] Indacin (non-steroid system painkiller.) per day about better SHAKU 
per day in car tee RAID. It bred without 25 mg/kg internal use and a chondroitin sulfate administration group 
prescribing a commercial item for the patient and 333 mg/kg internal use and a control group prescribing any 
chondroitin sulfate (commercial item) for the patient per day per day. The rate of control was expressed with the 
count percentage reduction (%) to a control group. The result was shown in Table 4. The predominance of better 
SHAKU was shown also in the analgesic effect 
[0051] 
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[0052] Example 5 The manifestation Homo sapiens (a male, 80 years old) of the immunological unique antigen by the 
clinical example of better SHAKU pharmaceutical preparation administration appealed against epigastric region 
displeasure, and was diagnosed as there being gastric cancer (seal cell cancer) of an lie advance mold at least in the 
gastric angle upper part with gastroscopy. The biopsy specimen was used for the electron microscope and the 
organization biopsy (immunological examination). Since there was myocardial infarction, it was inoperableness. the 
shark used in the example 1 — it prescribed a cartilage (3) and (it having been hereafter called "beta SHAKU" in an 
example 5) for the patient 1 20g oral every day to the above-mentioned patient. [ per day ] The electron microscope 
view and the immunological special staining procedure view (gastroscopy of the 1st time) of the view which shows 
apoptosis only with the general view of the usual cancer cell before better SHAKU administration are very slight, the 
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adhesion factor (fluorescent antibocffKhnique) of a Fas antigen (special staining procedure's not accepted, 
either, and the manifestation of HSP60 (stress protein, heat shock protein fluorescent antibody technique) was not 
accepted, either. In the gastroscopy after half[ two months and ]-passing since the 1st endoscope, the 
circumference of cancer is the view which is apparently covered on normal membrane, and upheaval of surrounding 
cancer was also becoming flat To a change special to a cell membrane and cytoplasm not being accepted, vena- 
contracta fission of the nucleus of a cancer cell becomes clear, and the electron microscope view in the biopsy of 
the 2nd time is apoptotic. body was accepted. That is, the electropositive view which shows apoptosis in a cancer 
cell was accepted. . 
[0053] The immunological special staining procedure was performed in the body tissue of this stage. anti-HSP60 
antibody, anti-CD80 antibody, and anti-CD — the cancer cell was further examined 86 antibody using the anti-Fas 
antibody' The Fas antigen became a positivity by better SHAKU pharmaceutical preparation administration, and 
HSP60 and the adhesion factor of CD80 and CD86 became a positivity further. The cancer of the gastric angle 
upper part had disappeared completely with the gastroscopy of the 3rd time (from the 1st time to about five months 
after). In the biopsy of a part with gastric cancer, the cancer cell was all negative. 

[0054] When the above view was summarized, the Fas antigen which is not accepted before better SHAKU 
pharmaceutical preparation administration. HSP60 antigen, and the adhesion factor of CD80 and CD86 all became a 
positivity by after [ better SHAKU pharmaceutical preparation administration ] 2 months, and half. Then, cancer had 
disappeared completely with the gastroscopy of the 3rd time. Since the blood flow of a neoplasm was checked by 
better SHAKU pharmaceutical preparation administration, stress protein (HSP60) was discovered, it was thought 
that the Fas antigen and the adhesion factor of CD80 and CD86 became a positivity. and, as for this phenomenon, it 
was proved that a neoplasm is carrying out perfect **** with the endoscope of the 3rd time after that 
[0055] Research of tumor immunology showed that there were two kinds, necrosis (****) and apoptosis. at the 
regression of a neoplasm, the phenomenon in which, as for necrosis, nonspecific immunity acts and a neoplasm 
disappears by factors, such as inflammation, — it is — a cell membrane and cytoplasm — the occasion — a tumor 
cell is destroyed in order of nuclear denaturation. In this necrosis, histologically, after neutrophil leucocyte, a 
macrophage, line fibrocyte, etc. permeate, mineralization and fibrosis take place and cancer disappears. 
Consequently, a trace remains in a part. 

[0056] On the other hand, when a neoplasm disappears by apoptosis, inflammation has completely placed and 
changed to normal tissue, without accepting a trace, without happening. In this case, a killer T cell recognizes the 
Fas antigen of the front face of a tumor cell, and pastes up, and it turns out that apoptosis is guided to coincidence 
by the synergy of the adhesion factor of CD80 and/or CD86 grade. After nuclear denaturation (nuclear fission and a 
nuclear nucleolus (apoptotic body)) takes place first, cytoplasm and a cell membrane are ****(ed) by the 
macrophage. Therefore, a trace does not remain. Since the inflammation residual views on mineralization fibrosis etc. 
were accepted in the disappearance part of cancer with neither of the cases, as for the example of better SHAKU 
pharmaceutical preparation administration, disappearance of the cancer by apoptosis was suggested. Moreover, it 
was clear that cancer has disappeared extremely for a short period of time (one month - 1 month, a half). 
[0057] Example 6 Immunological unique sex-test Sarcoma180 tumor cell by the mouse was transplanted back 
[ mouse ], and contrast with the control group which nothing has prescribed for the patient about the group which 
injected intraperitoneal^ TNP470 (Takeda Chemical Industries, Ltd. make) 10mg, the group which administered 
better SHAKU 1000 mg/kg orally, and the group which did 24microg intraperitoneal injection of Angie Oster Ching 
(Institute of Chemical and Serum Treatmant make) examined the growth depressor effect of a neoplasm. It turned 
out that any group has controlled tumor growth with a significant difference (P< 0.05) as compared with a control 
group in the 2nd week and the 3rd week. In the neoplasm tissue of this stage. HSP60, the Fas antigen, and the 
manifestation of CD80 and CD86 were considered on the immunity histology target. Consequently, HSP60, the Fas 
antigen, and the manifestation of CD80 and CD86 were increasing intentionally. 

[0058] On the other hand, when the same experiment as the above was conducted using the nude mouse which is a 
T cell deficit mouse, although a certain amount of tumor growth depressor effect was accepted, there was no 
significant difference. In immunity histological examination of neoplasm tissue, HSP60, the Fas antigen, and the 
manifestation of CD80 and CD86 were positivities. However, the view of apoptosis was not accepted. 
[0059] From the above result, the antitumor action of a neo vascularity inhibitor is not based only on the ischemia 
over a mere neoplasm, the killer T cell has recognized change of a qualitative quantitative manifestation of the 
manifestation of the stress protein in the ischemia condition of a neoplasm or a Fas antigen, CD80, and CD86 grade, 
antitumor action was demonstrated, and it was thought that apoptosis was guided. 

[0060] Examples 7-10 About the cancer disease Homo sapiens who shows in the example table 5 of concomitant 
use administration of AHCC and beta SHAKU, while prescribing AHCC for the patient every day by the dosage of 
3.0g/day, beta SHAKU was prescribed for the patient every day by internal use by the dosage of 20g/day. After 
prescribing a medicine for the patient for three months, a therapy judging, NK activity, IL-12 numeric value, and the 
value of CD4/CD8 were measured. In the example 7 and the example 10, each accepted contraction of 50% or more 
of neoplasm. However, each NK activity is normal values and it turned out that activity is not accelerating. Also in 
any of examples 7-10, IL-duodecimal showed the high value far across the normal range. In contraction of a 
neoplasm, it has guessed that IL-12 were involving. In addition, CD4 expresses a helper T cell among Table 5, and 
CD8 expresses a killer T cell. The value of CD4/CD8 expresses the degree of increase in quantity of a killer T cell, 
and with [ value ] one [ or less ], it means that the killer T cell is increasing. Normal values are 1.0-1.5. 
[0061] 
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[0062] 

[Effect of the Invention] the neoplasm neovascularity inhibitor of this invention — a shark — since the taste with 
an unpleasant cartilage and a smell are vanished, it is acid resistance and enteric, convenience is in internal use and 
it combines and has an anticancer operation positive moreover and an analgesic action positive moreover, it is very 
useful as a physic constituent Since the concomitant use with the neoplasm neovascularity inhibitor of this 
invention and interleukin 12 inductor shows very high anticancer activity, it is very useful as a physic constituent 



[Translation done.] 
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©ffittfb*ffl-rf¥ffl**rrs. tEr>-t\ ±13 1 l - 1 2 

±tcift£(sfcB£ff£ft&fflg*0n4. JSSiJta 

(HJftNUB) ©^^©w^wj-ts. m-tago 

£<fc*)g»8Slffl{C.. FasftH, CD8 0> CD 8 63? 
astnffi. CD 8 0, C D 8 6 «©8»HT-£j/i;iIISiS& 40 
*9-TlHJSKJ:0SSKBai3ti9SttSB<!:a*. 

£&S. C©«fc^«t«»«:*i»r. ±ffil L - 1 28»* 

Utowsra-rfia. *k i l- 1 2mmiw<Dfr<D<m 
&*. *mi®Mam&tM*itmi: i l - 1 210* 



ttSHtTo - 1 4 7 5 3 4 
6 

P o p t o s i s**£oTM*MB#«*S*VCi9>< 

fc*$*-ifcfe©r*s. 
[0026] #IPJ©ES£fflj£^£ t 
-r4«^©3KBiOrji1*K:IBE3ft-r. t&J*(4. 

», *h«. xt*jR«©»ww. 5t«M> acw©ft© 

tt#JB©IMI-B6LbP. «Att. 0. 1%~9 9. 5 
X. J?£U<140. 5-9 09fi©SI^-CfflC>6.n-5. * 

st£#-c#a. #«p©a^«ii Lr. m«. « 
fswis^©^^. &rm> ffiftfH&z. 9b ■ m 

*a*fflt>rc*i6©a#35ffi«:aofcWiiis*iw-r 

[0027] mi*. s»*f£ ur©i9:^Mtt. Mr© 

lOg/0, »*L<tt5~6ff/HT?jK^"rS©*J— 

il^. 1 0 0-1 0 00 Omg/B. Sfi 
b<t*2~5»/H©«BrR4rfttf«ti». i§£tc<£ 
o-Ctt. cti«Tt?^-c*SL. *tei!K:cnfeLh© 

[002 8 ] «Ptt^4, H0XW^©fflS#&. W 
Ut. mi WH. ffi^i. 8eSL *7--b;VSiJ. mi, 
^W. x 'J * ^;ujfiJX«!Bfflffl-e©fS©SiJM(Cj; oTtf 

[0 02 9] *^H4. ffittft»?rjgS«:»3Kt-a C 

h -;U©4: 5 tt?IftttR*ib»*©ttiD^ai» 

JW. Alkfl. «fe^'J> «4*©ft©fe©*fiDTfcJ: 

[0 03 0] *^-fe*JWtt. *-r±B©J:^(CL/Tli)^ 

(4-fe'7?>*7*-f2;U©J: 5 ^c^^-fe^^cfJ^a-r 

{bJW. PHAl43i3^ KC5©2/«;*, xrT';> 
Rv^s/'JA, XfT'Jy^i/CA, HJfJ©*!) 
x 9 U > {f y a -;l^£ffl;tcig£ u rfc c > r t <fc I 




(5) 



[003 1 ]**:. *&(odm-%mm> #yx*u 

[0032] MfflHl*. »*J*K l/fcffittfcKiJbfc© 

Ka+i/ynb';l/-fe^a-x, .^jHz^a-*. tF 

;Ufa>; #y \Z-)lT)\>3-~)\s%) > Rtf. SiB 
ffKmifi'a^. iRfMH. 77t7^X -fe;ua- 

B*aBBBlil3'&rsWT5ci*«r*4. c©«fc5K 
»**MtMtr **»*>•)«:. *rffl8«K*>Wfc©fc. 
»6ft**5B£iWB»©2 5 y*g»l/-Ciltt«:r S C 

tar. H»tt9) (Wtfoht-{ K 

yx vymvxfri'V^) ^^g^brte^tfcj; 

[003 3] aetf». c©<fc 5 tc 

* ;u A a - f- ^ > L t t> <fc 1 ». 

[0034] #JW(OflHtia»tt. ±&©<fc 5KSI8Mb 

5 ^boze«ii & c i & < . «tttt©^si4a<* 

[00353 f6©sps#«®. m« S'p •» m x 
y *s/^»Rc;wiaw«> *&*©-jei*«*iii«)-3e 

tt&SWT 2. J: 5 K JBJMM&J&JSKT 4 c £ Ai-C * s . 

fflffl*3LitM («*.«. xh*s/fc3tifc-fv*^7 
. fiffiW. Wftffl (W*«. ^'<*>M*, 

-So 

[0 03 6 ] jBEtCJfcCT. 8Ptfc5©fc»©JIJMMfc 
^BvOart^-feJMbt/tfcJ:^. c©JE£tt*fc 

[00 3 7 ] j£T. WOTXtt* • »IWfi5tt. ffitt 



^flf - 1.4 7 534 

8 

ttftWD-JM*. ttltoB»fc^**##tt©*tt 
"CC ©*i^l*Wra*iWW* £ C £ K J: 9 Slit 3 ft 
■f7MC£9. 'W)8k^'<^7^4*©rtS ! ll4iKtll/f(f 

BH,rfc«fct>. c©»£. jji#ieiincjsiBX«s^-ra 
i>. awffi^ssK-rsfcaxc^fttt©^*^*^ 

[003 8] gjgM&5ffll£tt. JMtttXB«*tt©^ 
[003 9] 

J£3tt5t>©-C«fcl,>. 

$gjt$l l iM#*©f*JIi-7 h y 7 f^SSSWJ©Sji 

ow^f- f s +-y-- : ^ax*tt 

S) K, WeS* 5 2 7 umr*S^t^*>«C#6 0 
fiftgP€f±ii*. 1 0 iCKfilfc. 2 0-10 

o r pm©«»**»»a*«6. anaofc^uuMfctt (M 
*4 8-c) i osfigp^f note mMmt. m&ft 
d-jw&zwo v y •» trzzfcf&btcw. 

«ttiB*»»6nttc>©'c > mcc. co-^H)»f^ 

©affiKBjS©»4 a H§K«i 1/ T. 5 u m© 

^^^♦Wbtt (Ul*6 8-C) 3 0SSSP3HMI 
fflWH41«*J(c*Jl»-cW¥aBafiJ 1 0 0 0 r p mT3 0 

[0040] 1 vO*K«fc4«Wr£]fc*HKW 
f^ffl^ (i>-^l>:#fiLS©^ffi) 
F-t*-i7-t>?(dorsal air sa 

©MffitC^ 5y#77-f**-*B»)» *©«I>K1X1 

o 6 <i©mh- 1 3 4mmM®z%mmttMmAL 

i JxwaKT«:c©? 1 +'>^- i £lfAl//c. 4oc>S¥© 
4 BW. TfS^T^-f-y- 1 0 0 0 m g 
/keSDS^U 5 H*tc8f4jlii*©ffl»Sfl[*fffli 
Lfc„ ^-^locDgPKB, =i^ha-;i/i:LT-9-^l>;# 

wmistc. mWiiphom&^feMnmv s y * - r-7 y 



(6) 



-147534 
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T©MiS -3 Tifffi L/c 
( + + ) 3£:*r^S©«a£aMWrc*S 
( + ) 2 * : 8r£to&&ttf£l/'a»S 
( ± ) 1 £ : tf&Mf t/tl>5 
(-) 0j*l:>fftJil*©*ia* J ^<IB»6ti4C> 

$ (%) r*Ofc. 

[004 1 ] ( i ) : -!Mtt#©fl8fif£ or. 10 

*>©£$#§* (-1 9 6*C) 



MtctWSsLTBiSU SU8t/fc. 

•tM&# ( 2 ) : ±B©-!M*C# < 1 ) * 3 2 m©7 
;l/ -Y x aJS 1/ i ft 4> © £8/1 C fc. 
?>«*<3) :±fB©f-^»!# (1) £3 2wm©7 

)l-a,cM1XM&Ltci><DZMmLtc. Ill fc 

[0 042] 

imi ] 





++ 


+ 
(2 A) 


± 


(Otf) 


X a 7 


(X) 




4E 


2E 


OS 


OS 


2. 7±0. 5 






2E 


•3K 


IE 


OE 


2. 2±0> 8 


18.5 


*y*»<a> 


2£ 


42? 


OS 




2. 3±0. 5 


U.B 




IE 


4E 


IE 


OS 


2. 0±0. 8 


2 5.9* 



*P<0. 0 5 



[0 04 3] JM±©ISII#> 1MW»0 5*T?fc. 3 

[0 04 4JHJSWI2 v?XKJ:a«Wr£*«»lH 

[1 £PM(CF— W • i7 •■9-»J'ffi*ffll»'C* 
BgiM©;#-c&.&#-fw n F£3f * , .;1f;<©1J• 
*2iC7SO/t. #-f--f U-4 FT«. lOOmg/kg 
%) «. 3. 6%-C4>-3fc*s. 1 OOOmg/kgfS:^* 



30 



•*gff«. flMft 2 1. 4%T*0 > WS^(P< 
0. 05) tfijg&eftfc. CtliC^t/t, "C^-i^- 
fC«, 1 OOmg/kg&#SrcWSHJ**M 7. 9% 

-e&o. (p<o. o 5 ) wmtbtbti. iooo 

mg/kg&^SrcWK*rti3 5. 7 
thL. (P<0. 0 02) DWSbbtitc. *fc. 

77-7^ W F + ^©Iffl-Cfc. W£g# 

|g&6ftfc (P<0. 0 5). 
[0045 ] 
[«2] 





Wkg> 


OA) 


+ 


(1A> 


(Ojfi) 


X 3 7 


an* 

( X) 






9E 


IE 


OS 


OK 


2. 8±0. 4 




ft—T4 M K 


1000 


3E 




IS 


OS 


2. 2±0. 8 


2 i.r 


*-fi \>< F 


100 


6C 


4££ 




OK 


2, 7±0. 5 


3.6 




1000 


3S 


2B 


5E 


OS 


1. t±l. o 


8 5.7" 




100 


5E 


415 


IE 


ogt 


2. 3±0. 8 


17.9' 



*p<ao5 



**P<OlOOZ 



[0 04 6] &±.QttmPH>. 1MWI©55"e*>. 77 
— f ■* U-Y FJ:9k^*-W-*;& 1 J: , 3JI)«ir£liL'f 
llSiSttsWW. 'Ci^ fc. 

[004 7] *lfeWI3 ^^^K J:S«WtftWWKII 

( ^ * - i/ + - * ©^^fii'lSISiO 
ii» (Sarcoma-180) ©1 x l 0 s <I£ 
(It. 8iH») 0ET?38©»Sf 

S) 4 1 0 OOmg/kg-Cl H 1 E1jI$!2 0 BHSP 



OTCcfl}x./c*>©-C*^-C. pH2KfeW. 3B5fSI# 
■brt3SS&c*ofc*©) *l5lfil5iWK!9:4l//c?¥. 

i(C«L-t, 2 5 0iga^(CS^L-CJi3«Sfi?:ltiJL 
fc. J£m?:a3K:^L/£: 0 »Jftt. n> hO-*»K 
»TSS«fl!)«** (%> r^L/c. */-7M F» 

3>H3-.jv»ccSsfor. 11. 
*f*-3/c©(c>Pti--r, ^*-s/*-*ttJMrctt. 4 

7. 0%-CW^M (P<0. 0 0 1) *JS«>6n/c. £ 



(7) 



11 





wmwsmm. (s) 


ft) «| $ 

( % ) 




2. 7 5 2 ± 1 . 3 8 8 




ii-T ■{ L"f K 


2. 4 4 6 + 1. 1 3 9 


11.1* 


K$ — */*t—9 


1. 4 5 7 ±1. 9 6 5 


4 7.0" 



* P <0. 0 5 



**P<0. 0 0 1 



mm 

12 
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lijofc (P<0. 05). 
[0048] 
[*3] 



10 



[0 04 9] «±©«S**»&. (fWE3 
2iimJ£lT) *ffit>3t«^K». BK«:*jt»TB. IB 
2 0 g/b o d y^fc^©**M*MBS>&*i5*©£ 

[005 0] Hifi0!l4 J: 3^1^85$$* 

th in?) vmiLtc. I CR-?-}* (it. 5jffl&) * 



* * 1 n 1 OEET? 5»K»W. &tttMM**&»KOT© 

J^L/T. 1 0 B~2 0 B©RUK:v5*#jf 

9£9fi«*iBCLfcHft*lt*llyfc. tt&fcfttt. & 

F»5»B. *-fYWF*lHSfc9 1 000mg 

-*£lB^fc9 1 0 0 0mg/k?M4, 

mxi-uj mmm. rms>) * 1 a^fco 25m 

g/kg&PtS:^. 3>Fd^^>56KS#^«v 3> 
Fl3-f*>«f» (rPJRfi) ^10^cO3 3 3mg/k 

@iStf£!>^ (%) -caofc. «4«:iSU/c. M 

fc. 

[005 1] 
[$4] 







» m * 

( % ) 




3 1. 2±9. 6 






24. 3±3. 9 


2 3.6* 




2 1. 2±1 0, 4 


3 2.1* 




1 0. 3 + 5. 6 


6 7.0" 


3V Kn-f*>«R 


23. 4±4. 5 


2 5.0* 



*P<0. 0 5 



* * P <0. 0 0 1 



[005 2] HJ&0I5 ^$-is+--i>$fflW*OMRi 
Wfc <fc **jffi*W»»l»ajW!)^Mi 
t F (Pitt 8 OUt) aJJBWWB***.. WrtSW 

ma±aMWc 1 1 cjtfrs©** (ep^is*) 
zt^mntc. £*^**hww*. (ft 

r*-»fc. UMlWl-CJBI,^^** (3) (CIT. £ 

jtwstcfcut r j £i>5) 4, ±12© 

#&*C»l,T. 1 B 2 0 sSPJlB«5Lfc. «-HRft 

iw jat jutwflswftaBfJi (* 1 mvwpimm) 40 
b. *<*-s/+-*!s^rew:. a»o««iao!>-«w 

Jf\%<Dfri2 apoptosis *7nT3fB5*S*tSK 

Fasini <«b**&) mm* (%mw 

m) fcS»enT. HSP6 0 (XhUXga hea 
t shock protein 3Mtt£) ©^ 

-Cl>5J:9&frA-?. ^©^©l^&Wt&Ooo 
fcofc. »2B©£te«cfcW**^»IIBrJW*. MM 



*fflja©$©< C^ti^l* J 9i6*>t teO > a p o p t o t 
i c b o dy*JS8«>6ftfc. JKWSCC*jW4 a 
p o p t o s i s %m-r»ttB'fM* J i8&6*a/t. 

[0053] cmm<D&m&<£to^rm&mm 

^fe^fo/c tnHS P6 Otftft. taCD8 0!a&. & 
CD8 6£tf*. KCCBffiFa s!S#*ffl^T«5lffllB*tfe 

»Lfc„ ^$-i/t- mm&^-c f a s Rmm t 

MtCHSP60RO*CD80£CD86©Jg*H 
■TtfWtt&fc^fc. ^3lHl (3il|5]2»6ifo5*/£$) © 
WWI^-cBH±gp©)SW^(cr^brt,^c„ P*g# 

[0 054] «±©3fa4*iASi. 
SiariJS-^IIKSfe^nrt^^ Fas tall, H S P 6 0 
CD8 0<tCD8 6CDS»S^. + _ 

*IM&^&2#>E#r^? r ttfeH^£ft-3;fc. ^© 
& *3@©Hrta«t«3^s±«:t84;L.-Cl>fc. C© 
3Sm». ^$-~> + -^${5iJtS:#«:J: 0tt«©JfliiS* 3 Pl 
#3*lfcfc&. ^FU^ga (HSP60) 3JJ«SL. 
FaslnM. CD8 0iCD8 ec^SH^Kttift 



13 

[005 5] mm&S&DWStoh* tttOiittKti. 
necrosis (&?L) iapoptos i s©21 
m^i>iC tifi^X^ft. necrosisBJft 

xm. mmm. anas-o^-c^©^tt©Ji-ca*fflBa 

tffi&ZlnZ. C©n ecrosi s©t|£tt. fflffi^ 

mica. wavr-v. mmmmmmfim 
fflbtcfa Bmt mmitmc vmmftktz. -e© 

[0056] a p o p t o s i s -CSJg^g&l- 

-2.ia^«. 6TK^#f§*6nrKiE 

#K«SiiK©3iE©F a slnM£fg^GT&#U |S|I3 
{CC D 8 0 KO'/XW C D 8 6 ^©g#H^©*Plffiffl 
Tap op tos i s^^-r5Ct^«oTl>S. * 

tteomk m<Dft$imm (apoptotic 

body) ) i)mc-oXifihmmV.tWmti)^^v. 

a p o p t o s i sKiJiOi^in 

[0057] mmm6 ^vz&zzm&ttmmvm 



Sa r c oma 1 8 0tt^»*v^x¥fg|JK:^fflL/. 
TNP 4 7 0 (ftH^oX^ttS?) %10m gKJSl*J& 
^L-fcgf. i*f-is + ->? 1 0O0mg/kg£i6P19: 

2S?f§!f) £2 4yg|«j&*?&4Uc#. (c-?or. fsjfe 
JS:^urt,^j:c>3> h a-;i-fflfi©*tJ:bccj:f)M^©^ 

{Cjt^tr2jltoRO'3iMJ?>-CW^ (P<0. 05) 



(8) mmvrz- 147534 

14 

^m<Dfmm.mcis^X, HSP6 0. Fas V\M, S CD 

8 orvc d 8 6<D%mz%&mm&mcmibtc. % 

©MS, H S P 6 0. FastaM, CD8 0&OXD8 
6 ©^Jl^WEJCiittl bX ^fco 

©M«ifSIWiJ^^iS*fc^W^SB^^ -5 fc. MiH 
ffl^©^JSiffl^W^it-CB. HSP60. Fasti 
H. CD8 0RJ>'CD8 6©^3S«Htt-C*ofc. Lfr 
10 U apoptosi s©9fS«®*6*T,%*»-3ftu 
[005 9] «±©IS»* P.. Sr*Jfll«ffiS3iJ©lnB^ 
fpffl«#&Sll«{C*frslUfil©*K:j:5^©-CB& 
< . mailJiLtttttcisttSx h u*S6©lsgi. X 

tt. FasfaS. CD8 0. C D8 6«OSWWWft» 

0. apoptosi s*3p^Snfcfe©-C*St#A 
e>n;Tc 

[0060] ^*6«fd7~l 0 AHCCi^-ar^-f- 

20 ^5«:ijT-rsa*t h«:ot,>r. ahcc&3. og/ 
og/B©ffls-capa-^tcj:f3«as#L/c. 3#,s 

S^Ofcfg. jfeWRSEiNKJStt. I L - 1 2ifctt&tf 

CD4/CD8©iit£iifi£i<fc < , iiteM7R£/sat0U 

OCCfe^-Cte. (,>Tn&5 0%KLk©M*©ffi>h£iS«> 

Kte^rfc, I L - 1 2tt& IE?irSSH£«£rt>«Cffi* 
riftc^^bfc. WftottihtcK. IL-12*W# 
30 LX^iCL^^mx^tc. fc*. Sl5tp. CD41J, 
^;l//t-TW. CD8«. CD 
4/CD8©ffl«. +9-T«JS©JWK>lt^>*a 

£fftT. E^ffitt. 1. 0-1. 5t?*«. 
[006 1] 
[*5] 





t y 


m 


NKffitt 


HM+IL-12II 




CM/CDBH 




7 2$, hi* 


we 




2 4 0 n g/mL 


CR 


0. 34 




5 T& J}|£ 




62% 


2 3 0ng/mL 


CR 


0. 42 


mm 


6 m 


fNI 


62% 


1 0 3 n g/mL 


CR 


0. 62 


mm 






68% 


7 8ng/mL 


PR 


0. 8 4 



[0 06 2 ] 



50 [wmnm ^m<ommm^.mm^mt. 




WKWRft*. »B«t*-3iijgtt-c ^m~c$>z>. *§m<Dnm9&&wa&toKt<ty*- 



